Major depressive disorder (MDD) is one of the most common and debilitating neuropsychiatric illnesses. Accumulating evidence suggests a potential role of the immune system in the pathophysiology of MDD. The complement system represents one of the major effector mechanisms of the innate immune system, and plays a critical role in inflammation. However, the role of complement components in MDD is not well understood. Here, we found significant increase in component 3 (C3) expression in the prefrontal cortex (PFC) of depressed suicide subjects. We tested the role of altered C3 expression in mouse model of depression and found that increased C3 expression in PFC as a result of chronic stress causes depressive-like behavior. Conversely, mice lacking C3 were resilient to stress-induced depressive-like behavior. Moreover, selective overexpression of C3 in PFC was sufficient to cause depressive-like behavior in mice. We found that C3a (activated product of C3) receptor, C3aR+ monocytes were infiltrated into PFC following chronic stress. However, C3aR knockout mice displayed significantly reduced monocyte recruitment into PFC and reduced levels of the proinflammatory cytokine IL-1b in PFC after chronic stress. In addition, C3aR knockout mice did not exhibit chronic stress-induced behavior despair. Similarly, chronic stress-induced increases in C3aR+ monocytes and IL-1b in PFC, and depressive-like behavior were attenuated by myeloid cell depletion. These postmortem and preclinical studies identify C3aR signaling as a key factor in MDD pathophysiology.
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Introduction
Recent studies from both clinical as well as preclinical studies suggest that immune system plays an important role in the pathophysiology of Major Depressive Disorder (MDD) (Capuron and Dantzer, 2003; Dantzer et al., 2008) . The role of inflammation in MDD is further supported by studies showing increased levels of pro-inflammatory cytokines in depressed subjects (Miller et al., 2009; Miller and Raison, 2016) . In particular, increased levels of IL-1b mRNA and protein levels have been found in the prefrontal cortex (PFC) of depressed and suicide subjects (Pandey, 2017) . The PFC is most sensitive to the detrimental effects of stress exposure, exhibiting both structural as well as functional changes upon chronic stress, and has been especially implicated in depression (Liston et al., 2006; Holmes and Wellman, 2009; Bondi et al., 2008; Cerqueira et al., 2007; Koenigs and Grafman, 2009 ). Chronic stress has been shown to increase microglia activation in PFC, but not in hippocampus (Tramullas et al., 2014) . The association between immune activation and depressive behavior is further strengthened by findings from preclinical studies that show induction of depressive-like behaviors in rodents following cytokine administration, and increased proinflammatory signaling in rodent models of depressive-like behavior (Dunn et al., 2005; Felger et al., 2007; Koo and Duman, 2008; Koo et al., 2010) . However, the endogenous primers for this activation are not well understood.
The innate immune system responds by recognition of conserved motifs in pathogens as well as a number of other indicators of cell stress such as cytokines leading to the activation of adaptive immunity (Jain and Pasare, 2017) . The complement system is a vital component of innate immunity and is one of its major effector mechanisms (Dunkelberger and Song, 2010) . Complement consists
